1/7 



TARGET PROTEIN AND 
NATURAL SAMPLE 



SIZE EXCLUSION CHROMATOGRAPHY 

SEPARATION OF THE COMPLEX FROM SMALL 
MOLECULES ON GEL FILTRATION COLUMN 




"OFF-LINE" "ON-LINE" 



COMPLEX DISSOCIATION 

RELEASE OF THE BOUND 
COMPOUND IN 
ACETONITRILE / 1% TFA SOLUTION 



ON-LINE COMPLEX DISSOCIATION 
AND ULTRAFILTRATION AND 
ANALYTE DETERMINATION 



ULTRAFILTRATION 

SEPARATION OF SMALL 
MOLECULE LIGAND FROM 

PROTEIN TARGET AND 
OTHER LARGE MOLECULES 



ANALYTE DETERMINATION 
OF THE RELEASED COMPOUND(S) 



FIG. 1 



Express Mail Numbei 



ISOCRATIC 
SEC PUMP 
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ISOCRATIC 
PUMP 




GRADIENT 
LC PUMP 



WASTE 




MEMBRANE 



RP LC COLUMN 



M.S. 



RPLC COLUMN AND 
MEMBRANE BEING 
CONDITIONED 



FIG. 2 A 



3/7 




TRANSFER ONTO 
MEMBRANE... 



WASTE 



GRADIENT 
LC PUMP 



MEMBRANE 




RP LC COLUMN 



M.S. 



...AND DEPOSIT SMALL 
MOLECULES ONTO RPLC 
COLUMN 



FIG. 2B 
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ISOCRATIC 
SEC PUMP 



ISOCRATIC 
PUMP 



AUTOSAMPLER 



SEC 



GRADIENT 
LC PUMP 



MEMBRANE < 




aoopi 




RP LC COLUMN 



M.S. 



SEPARATION OF SMALL 
MOLECULES ONRPLC 

AND THEIR 
IDENTIFICATION IN MS 



FIG. 2C 
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